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Recurds artd Reports Concerning Experience With Approved ew Animal Drugs 

AGENCY: Food an Drug Ad~~is~at~~~, HHS. 

ACTIUN: Interi finaf rule; ~ppu~~nity for public comment. 

~~~~A~~~ The Fmd and Drug Ad~inis~ation (FDA) is amending its r~~~ire~ents for records 

arts of adverse experiences and other ~nf~~at~o~ for approved new animal drugs. This * 

intern final rule mare clearly defines the kinds of i~f~~at~~n to be maintained and submitted 

y new animal drug a~~~ica~ts for a new animal drug app ication (NADA) or an abbreviated ngw 

animal drug a~p~i~at~~~ (ANADA). Jn addition, the interim final rule revises tie timing a~d content 

of certain reports to enhance their usefulness. The regulation will ovide for pmtection of ~~b~~~ 

and atimaX heal and reduce unnecessary recordkeeping and reporting re~~~e~e~ts. 

DATES: s interim rule is effective [I’nsert date 180 days aper date uf ~~~~~ca~~u~ i~ the Federal 

Registers], Submit written or efectmnic comments on new ~nfQ~ati~~ QXI the interim final rule 

and the ~nf~~at~~~ collection requirements by fifisert date 60 days @?er date of ~~~~~ca~~~~ in 

the Federal Register]. Please note the agency wilt1 not consider any co 

~rev~~~s~y considered during this rulemaking. 

ADDRESSES: Submit written comments on the infomation coEectiun re~~~r~~e~ts to the Dockets 

~anag~~e~t Branch (HFA--3X), Food and Drug Ad~n~s~at~~~, 5630 Fishers Lane, rm. 1061, 

ockvilfe, MD 20852. Submit electmnic comments on the Internet at http://www.fda.g~v/d~&k~ts~ 
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ec~~ents. All eomrnents s 

heading of this document. 

be identified with the docket number found in brackets in the 

s . 

FOR FURTHER IN ORMATIUN CONTACT: William C. Keller, Center for Veterinary Medicine (I-IFV- 

Ad~~istrat~~n, 7500 Standish PI., Ruckv~~~e, 
. . .- 3 c? 

e Fer;lteral Register of December 17, 1991 (56 FR 6558I), FDA (we) published a 

oposed rufe (the proposed rule for records and reports) to revise 5 5 10.3QU (21 CFR 5 1~*3~~) 

and to redesignate it as 5 5 14.8 (21 CFR 5f4.80). This regulation implements section 512(I) of 

the Federal Fuo , Drug, and Cosmetic Act (the act) (21 US.G. 360b(l)) w ch provides that, 

f~ll~w~~g approval. of an NADA or ANADA, applicants must establish and maintain records and 

e agency as prescribed by reg~~at~~n ur order. We pro osed the revision in 

order to more cfearly define e kinds of ~~f~~ati~n to be maint~n~d and submitted by 

app~~~a~t and to revise &HZ timing and content of certain reports to enhamze the usefulness of the 

i~f~~ati~~* 

After ~~~s~de~ng comments submitted in response to the proposed rule for records and reports, 

I!TlA is adopting e rule in modified fem. e scope and coverage of is interim final rule 

differs in. some respects from the proposed rule for records and reports. The proposed rule for 

s and reports covered NADAs, ANADAs, and medicated feed fications (MFAs). In 

contrast, the ~~te~rn final rule covers only NADAs and ANADAs. The Animal Drug Availability 

ct of 1996 (A~AA) (21 I.J.S.C. 36Ob(a) and 360b(m)) amended the sta tog-y prcyqisions in he 

ng medicated feeds and eliminated MFAs. Therefore, the interim final rule does not 

FAs. However, the interim final rule retains reporting re~~~rerne~ts for serious adverse 

drug experiences with feeds incorporating approved Type A medicated articles. 
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hile the proposed rule for records and reports proposed to remove 2 1 CFR 510.3 1 

addressed records and reports for new animal drugs approved before June 20, 1963, we issue 

a final rule that revoked this provision in response to the Ad~nis~atiu~‘s “Reinventing 

Gove ent initiative” (6X FR 37680, July 19, 1996). 
I._ 

The pruposed rule for records aiid reports followed a style and format similar to the human 

g records zmd reports regulations in part 314 (21 C pm 314). The in&cm final mlg maintains 

a s~~~~ style and format, but removes many of the proposed records and reports uirements 

that are not necessary to monitor animal drugs. 

response to concerns over duplicate reporting, FIIA has removed proposed 0 5 14.82, which 

concerned records and reports from manufacturers, packers, fabelers, and distributors other than 

the applicant. owever, the agency has retained certain record and report requirements for 

nQna~~l~~ants (de~ned in new 5 514.3(f)) in 8 514.80(b) of this i~te~rn final rule. 

For peruses of clarity, the agency has made some c anges to the text and organization of 

e interim final le. The following list provides examples of changes not intended to affect the 

substantive requirements of the rule: 

+ All de~~iti~ns in the proposed rule for records and reports 

I$5 14.3 ~~~~~~~~~~. Specifically, de~~tiuns for the terms “applicant” an ~6n~~~pplica~~‘y that 

appeared in text of the proposed rule for records and reports have now been moved to 0 514.3. 

* posed 6 5 14.80(a) discussed the requirements for: “‘establish[in 

and mak[ing] reports” in one paragraph. For easier reading, FDA has broken the parag 

nal rule tu discuss the recsrdkeeping and reporting requirements separately. 

+ New 0 5 14~8~(a)(2) discusses the reporting requirements in slightly greater detail than ha 

been done in the proposed rule. This is intended to provide a road map of the requ~ements 

contained in o er parts of the interim rule. 

+ Final $5~4-~~(a)(5) was added to clarify that the records and reports referred to in this 

suction are in addition to those required by the current good m~n~fac~~ng practice regu~atiuns~ 
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* The ~nte~rn final rule c ines the proposed periodic adverse drug experience reports with 

the proposed mzxaf reports (designated as 5 5~4,~~(d)(3) and (d)(4), respectively, in the prupused 

rule), because repurts require the same information, combined report, which is now found 

at 0 5~4.~~(b)(4~~ is entitled ‘“Periodic drug experience r urt” in the interim final 

quirements fur reports of adverse-h experiences in the published ~tera~r~ 

upused rule in the “General requirements” section (proposed $5 14.80(e)). 

imilarly, reputing requirements fur adverse drug experiences that ucc r during pustappruva~ 

studies were a so found in this section in the proposed r&e. Because both of these requirements 

art of the “Periodic drug experience report,” ese sectiuns have been moved in the interim 

final rule to 5 5~4*~~(b)(4) P eri0i-k &zg expetien~e report. Spec~~~a~~y, the requirements fur 

r~~urts of adverse drug experiences in the published literature are now found in final 

§ 5 14*$~(b)(4)(~v)(~), and r~~u~rernents fur adverse drug experiences that occur during p~stappr~va~ 

studies are now fu~nd in final !$5~4,~~(b)(4)(iv)(~)~ 

XX. Response to Comments 

e agency received 12 comments on the proposed rule fur records and reports, 8 NADA 

ap~~~~ants~ 3 industry asskiatiuns, and I assu~ia~un of regulatury profession&. A discussion of 

the comments an uur respunse fulluws. Because sections of the prupused ru‘fe have been rearranged 

rule, we are providing the fu~~uw~ng conversion tables to aid readers in 

interim FinaZ Rule Section 

514.80(a) 

514.3 

5#4.80@) 

514.80(b) 

Nd included in interim final r&a 

5 14*8U(c) 

514.80(d) and 514.80@) 

524.80(f) 
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I jnfe~m Final RuDe Section 

514.81 Records afid reports ~~~~ernj~g experience with animal feeds bearing or containing new Not included in interim final rule 
animal drugs for whkch an approved application is in &fact 

514.82 Records and reports concerning experience with new animal drugs from manufacturers, 
packers, labelers, and d~strj~ut~rs other than the applicant ! 

(~~~en~ 1) A number of comments questioned the need to c e existing regulation. 

These comments ~h~a~~e~zed fhe proposed changes as an unneeess rt to make the animal 

drug regulations mimic the parallel regulations for human drugs. e consments emphasized the 

differences between human and veterinary medicine in reagent goals, dosing protocols, and 

~va~uat~~n of ~~a~ment responses. In lig t of these differences, the ~~~en~s suggested that 

and reporting regulation for animal drugs should differ from the regulation fur human drugs. 

We agree that the regulations for human and animal drugs should differ in some areas. We 

e interim final rule in response tu specific comments. Thus, anges make the ~~~a~ 

and animal dru r~gu~a~~ns similar but not identical. 

omment 2) Some ~u~e~~s criticized our estimates of the annual reporting and 

r~c~rdke~~i~g burden. We estimated the proposed rule would require an additional 400 responses 

above the number required under the previous regulation from 200 businesses. The estimated 

increased total ual workload from the proposed rule was 200 hours, or approximately 1 hour 

per business. Representatives of tie animal drug industry suggested that the added reporting In-den 

would be 930 hours per respondent, with a total burden of 186,000 hours per year. is eu~ent 

suggested that 5 hours per year were attributable to the proposed NA A-field alert report 

(proposed 6 5 14 (d)(~)), 90 hours per year to the proposed H-day alert repo 

(proposed 5 5~~.~~(d)(2)(~~)), 60 hours per year to the proposed periodic adverse drug experience 

reports (p 5~~“8~(d)(3)), and 280 hours per year 40 the proposed annual report (proposed 
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5 ~4,8~(d~(4))- e ~~~~nts stated that the added burden was unjust~~ed in the absence of any 

s~gni~~ant threat to the public health. 

ur estimates of the annual. reporting and recordkeeping burden in the propose mle addressed 

only the increased burden resulting from the new provisions of the proposed regulation. The 

estimate did not i elude the worHoad resulting from previously existing provisions of the 

regulation. We have amended the estimated reporting and recordkeeping burden charts to reflect 

the total burden of the rule. Furthermore, our estimates are for the number of hours required to 

complete each response, not the number af hours per year per NADA holder as suggeste 

cumment. Thus, FDA’s estimates are nut direct y comparable tu ose in tie comment. 

~dd~t~ona~~y~ the agency has made revisions in this interim final ru rovide for reduced 

repurting requir ents under appropriate circumstances, thereby substantially reducing the r~p~~~~g 

burden compared to the proposed rule. We have changed the re ing r~~~ir~rn~nt for the 3- 

A field alert reports in the inte~m final rule (5 5 14.8O(b)( I)) so that applicants 

or n~nap~l~cants must include only information pertaining to “product d manufa~tu~ng defects 

that,may result in serious adverse drug events?’ instead of “any manufacturing defect” as was 

required in e proposed rule for records and reports (pr d)(I)). This change wil 

reduce the recordkeeping burden for this provisiun to a tutal of 60 hours, 

Further, the periodic adverse drug experience report and annual report proposed in 

!$5~4*~~(d)(3~ and (d)(4) were combined into a sing e periodic drug expedience report under 

0 514.~~(b)(4). Fi ally, we agreed with caments that the r~qu~em~nt in 0 5~4.8~(d~(3) of the 

prtrposed rule far quarterly submissions of periodic drug experience reports far 3 yem was 

excessive. Thus, the agency reduced this reporting requirement in $5~4.~~(b)(4) of the interim 

e to every 6 months for the first 2 years. The interim final ntfe requires 5 periodic drug 

experience reports within 3 years of approval; the proposed rule required 12 periodic drug 

experience re 5 within 3 years of approval. 
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e added provisions in interim final 6 5 ~4.$~(b)(4) that allow applicants to petition us to 

e the date of sub~ssion of yearly periodic drug experience reports or the frequency of 

reporting to inte~a~s greater than annually. This provision will substantially reduce the number 

of melodic drug experience reports. 

. ~e~~i~i~~ of arz Adverse Drug Experience Gwen 

(cozens 3) Severa comPnents characterized the phrase L(whether or not considere 

related2$ found in the proposed definition of “adverse drug experience” as being too broad in scope. 

We agree that the de~nition is broad. However, we believe that such a broad definition is 

necess e agency’s goal to encourage reporting that captures all pussible adverse 

drug experiences. For example, it is often difficult to dete~ine drug-relatedness in an ~nd~v~d~a~ 

ut FDA, by seeing many reports, may see dug-relatedness that is not c ear in individual 

instances. To prevent under-removing and the possibility that rare or unexpected adverse drug 

reactions may be ssed, the agency has decided to adopt the definition as proposed. However, 

in response to concerns over the implications of a broad de~nition, the agency has added a 

disclaimer in new 6 5 X4.80(i) which states that sub~ssion of a report or information does not 

necessity ~onsti~te a conclusion or adrnksion that a drug caused or contributed to an adverse 

effect. 

(foment 4) One comment suggested that reporting of adverse drug experiences be knite 

to “significant or meaningful events.” 

We believe that basting reporting as suggested could hinder post rovai surveillance because 

the significance of an event may not be apparent at the time of its occmrence. We desire to maintain 

and increase the availabifi and diversity of new animal drugs without ~ompro~s~ng their safety 

and effectiveness. Postapproval reporting provides a source of vital information about the ~o~~nued 

safety and effectiveness of a drug product over an extended period of time under field conditions* 

Therefore, we are maintaining the scope of the record and reporting requirements in this interim 

final ruXe. 



(cogent 5) One comment questioned the rationale for de~n~ng ‘“adverse dru 

to include adverse events occurring in humans from exposure during manufacture, testing, handlin 

or use of a new animal drug. Several comments suggested at monitoring human hea 

associated with exposure to new animal drugs is a responsibility of the ~c~upat~ona~ Safety and 

Ad~n~s~atio~ (OSWA) rather than mA. 

- Under t51e act, we are required to consider the 

drugs. For example, FDA requires that appropriate 

eafth be included in the labeling of new 

uman health factor when appmving new animal 

warnings regarding potential adverse effects 

animal drugs. A’s rule in worker safety’ 

is ~ornp~ementa~ to OSfsA’s role. Furthermore, not all human exposure to new animal drugs wouX 

be through occupational exposure. We believe continued reporting of human adverse drug 

ex~e~e~ces as refated to animal drugs is appropriate and important. Thig reporting provides tie 

ag~~cy with the information it needs to fulfill its mandate to consider human health effects. Thus, 

the agency is reta~n~ng this element of the definition in the interim final 

( ent 6) Comments asserted that the language used in proposed 5 5~4,8~(b~(~)(~i), 

@)fl MO, ad tb) is inappropriate for new animal drugs. In particular, the comments 

quest~o~ed de~n~ng “adverse drug eliperience” in these sections to inelude an “adverse event 

occurring from animal drug over an “adverse drug event occurring from animal drug abuse,“’ 

and an LLadverse event occurring from animal drug withdrawal.” 

the phrases are not appropriate fur animal drugs. These sections have been 

removed from the definition of “adverse drug experience” in new 8 514.3(a) to more accurately 

e practices of veterinary medicine and animal agriculture. 

CC 33 ent 7) Some comments questioned the phrase ““failure of an animal drug product to 

produce its expected ph~aco~ogical action’3 in the de~n~tion of ‘Cadverse drug experience” in 

proposed 6 5 X4.8O(b)( I)(v). Some of these comments sugges e phrase be changed to say 

~unusua~ failure of an animal drug product * * * ” and noted that when animals are treated as 

rather thal individually, the failure of some animals to respond is considered normal. 
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e agree that when groups of animals are treated, 

to therapy can be considered normal. However, a perceived lack of effectiveness based on an 

unusual failure to respond to therapy is a valid reason to submit an adverse drug experience report, 

Failure of a drug to produce its expected pharmacological action (“‘lack of effectiveness”> may 

result in the underlying disease process progressing to a serious heafth is hea~tb 

problem, therefore, is indirectly caused by the drug. The failure should &ed in an adverse 

drug expe~en~e report. However, if the failure of some individuals to respond to therapy was 

expected (i.e., is listed in the labeling), this failure s be submitted in the periodic ex 

A has retained the phrase “failure * * * to produce its expected ph~a~o~og~ca~ 

* * * effect” in new 6 5 14.3(a)(2). 

ts also asserted that clinical response rather than p~~a~o~og~~a~ action would 

ore accurately describe the results being monitored. 

e agree that clinical effect is another appropriate monitor in addition to lack of 

ph~aco~ug~~al action. Based on these comments, e language in new Q 514,3(a)(2) 

revised to read “Failure of a new animaT drug to produce its expected pharmacological Or eXinicaf 

effect (lack of effectiveness).‘3 _ 

(advent 8) Some moments stated that monitoring and repurting an increased frequency 

in the rate of reported occurrences of any particular adverse drug experience is impractical in animal 

agrieufture. One foment suggested that reporting of ‘“increased frequency” should be limited to 

pes of new animal drug products. 

We believe that it is practical for applicants to monitur and report apparent increases in the 

number of reports concerning a specific type of adverse drug experience, after adjusting for any 

increase in drug use. Drug surveillance is important not just for identifying serious adverse drug 

reactiuns, but also for mon~to~ng and accounting for any changes in the incidence of these same 

serious reactions. However, in response to concerns raise by the co~ents~ we revised the 



de~nit~~~ of %creased frequency” in proposed 6 514.80(b)(2) in new 5 514.3(d) to limit required 

removing to serious adverse drug events, expected or unexpected, after appropriate adjustment for 

drug exposure. 

(cogent 9) One cogent suggested that the definition of the term ““NADA” be removed 

from the section concerning records and reports “because it causes ~onfusjon by ~n~l~s~~~ of 

abbreviated new animal drug applications (ANADAs) in its scope and this is the only subsection 

in 8 514 where they are mentioned? The comment suggested that the regulations be revised to 

mention both NADAs and ANADAs when appropriate. 

A agrees., We revised this interim final ruXe to mention both NADAs and ANADAs w 

appra ate. Xn addition, we moved the definitions of the terms “‘NADA”” and “ANADA” to new 

fj 514.3. 

(Conunent IO) Proposed 8 5~4.8~~b)(4) defined the term “serious,” as it relates to adverse 

g experiences, to include ccan adverse drug experience that is fataf, life-t~eateni~g~ pe~~ent~y 

disab~~~g~ requires hosp~ta~~~atio~, or involves systemic drug or other intervention.” Several 

~~~e~ts asserted that the phrase “or involves systemic drug or other i tervenfior$’ as it appeared 

in this proposed section is too broad and the phrase “requires hospitalization” does not accurately 

reflect drug use in animal agriculture. 

We agree wi ese comments. We have addressed these concerns by revising the definition 

of %erious adverse drug experience,” in new 3 514.3(h). The de~nition is now more specific and 

reads “an adverse event at is fatal or ~~fe~t~eatening, requires professional intervention, or causes 

an abortion, sti~~b~~, infertility, congenital anomaly, prolonged or permanent disability, or 

disfigurement-~ By in&ding “requires professional intervention” (e.g., under a veterinarian’s care) 

as a criterion, we reasonably knit the number of reports that have to be submitted under 
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portion of the regulation. The reference to h~sp~ta~~zat~~n has been deleted in this interim final 

Nk. 

(absent 1 I) Comments stated that the agency did not provide an explanation in the dribble 

to the proposed rule as to why the agency proposed to change the d~~n~t~~n of ‘knexpected” (in 

the context of adverse drug experiences). Comments also stated that the existing definition of 

‘~ungx~~~t~d’~ should be retained or the proposed new definition should be simpIified. 

rees that the definition shauld be retained ur simplified. Xn the preamble to the 

proposed rule, we did not explain why we proposed to change the definition of “unexpected.‘” 

lanation is that the DADA or ANADA file is not pu le, but the fabefi 

Thus, ~~nnexp~~te ” adverse drug experiences should’be provided in the labeling, so that anyone 

(not just someone with access to the NADA or ANADA file) can determine whether an event 

is unexpected. 

Thus, we are keeping the definition as proposed, That 

8 514.3(i), specifies that labeling, rather than the NADA or ANADA file, is the standard for 

&~rn~~s~n when deciding whether a repurted event is an unexpected adverse drug experience. 

) Many ~~~en~s expressed concern that the proposed definitions for ‘“product 

defect” and ~~rnanufa~~~~g defect” were too broad because, under the definitions, FRA would 

require reporting f problems not associated with 

e agree. We revised the two definitions to limit their scope to prublems associated with 

prxbfic health or animal safety. For example, we have removed the following language, “‘observable 

or measurable deviation * * * from the typical physical and chemical ~h~a~t~~~t~~s expected for 

the animal drug product and its contaioe? to prevent inclusion of factors that may affect physical 

appearance, but not public heal&or animal safety. For c’iarity, the two definitions have been 



~~rnb~ned in a single de~~~~~n in new $514:3(g). The revised definition also contains examples 

of product and manufa~~~ng defects. 

(advent 13) One comment stated that the definition of “‘product defect” shaufd be revised 

to specify only a situation when ere is a confrmed deviation from standards in order to preclude 

subrn~ss~~~ of many reports that may prove to be unnecessary. 

e disagree that the de~nit~~n of suspected product defects shoufd be revised to include only 

confirmed deviati n from standards. We believe that if an a~pl~can~n~nappl~Gant had to confirm 

the dev~at~~~, it would be difficult for the app~~~an~n~napp~icant to report such a defect within 

3 warning days of first be~~~~g aware that a defect may exist, as required under new 

0 5~4.~~(b)(~). However, we have revised the de~n~~i~ns of product defect and manufa~tu~ng 

defect to lirnit their scope (see comment 12 of this document), We have also narrowed the rep 

requirement under 6 5 ~4*8~(b)( 1) SO that only those product and manufa~tu~ng defects that may 

result in serious adverse drug events must be reported. 

its consideration af s comment, we recagnized a source of potential confusion in 

osed tile that is related to the issue raised by the comment. Specifically, c6manufa~~~ng 

II defect”’ was defined in proposed 6 5 ~4.8~(b)(7) as ?he manufac~u~ng process is the cause af a 

product defect ~~~~~ is ~~~e~~~~~~ ~~$kr ~~~~~~~gff~~~~ GIfa prodi& defect ~~~~~~~~t or a ~~~~~~@ 

~~~~~~ cantrul prucedtire.f3 (Em asis added). We did nut intend for this definition to after 

requirement that manufac~~ng defects be reported to FDA within 3 workhg days of f”rrst becoming 

aw~e that such a defect may exist. To ehminate this potential confusion, we removed the phrase 

is determined after investigation of a product defect eompl$nt or a routine quality cantrol 

procedure” from the interim final. rule’s de~~t~~n of “product defect/m 

5 5 14.3(g). 

) Some clients suggested that the phrase “or from e typical physical and 

chemical characteristics expected for the animal drug product and its container,- which appears 
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in the pruposed k’s definition of “product defect,” shouId be modified or deleted because it 

makes the dg~n~t~~n too broad. 

e agree that the phrase makes the definition too broad. We removed he phrase in this 

interim final rule. 

t 15) One comment argued that the proposed definition of ~‘rnan~fac~~ng defect” 

should be changed to specify distributed products only because the proposed d~~n~ti~n woufd 

inchde reporting of al. quality cantrol or procedure ~rublems* 

IZDA agrees that only those manufacturing defects that pertain to d stributed products need 

be reported. The revised de~n~t~~n in new 0 5 14.3(g) makes this clear by referring to ~~d~s~~but~d’~ 

products. 

(~~~~nt 16) Some comments challenged the proposed N-year retention period for records 

of all ~nf~~at~~~ concerning experience with approved new animal drugs. They argued that a 

IO-year retention. period is unnecessary and burdensome. They suggested that the retention time 

be reduced to 2 or 2 years. 

IF’IIA agrees that 10 years may be an unnecessarily long time to retain these records of a.U 

information. A~~~rd~ng~y, the agency has amended the record retention 

5 14.$0(e) requires retention of records of all ~nf~~at~~n for 5 years after the date of 

submission. !FIIA befieves that a S-year retentiun period is adequate and necessary to ensure that 

records exist far a sufficient time to permit us to evaluate events th occw at limited frequency. 

(advent 17) Some canxnents n&represented our intent regarding repining r~quir~m~n~, 

indicating that we had not cIearfy stated those requirements in the proposed rule. As a result of 

these comments, we reorganized and revised the reporting requirements tu cfarify reporting 

~b~igat~uns. New ~~~.$~(b) does not add any significant new repurting requirements to those 
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required within. the 3-day period. If, as specified in 0 5 14.80(b)(f), the i~fu~at~un is pruvjded 

hune or other t~lecu~~nicatiun means within 3 days, fullowed by prompt (within a 

timeframe agreed upon at the time of the initial tele~u~nnicat~u~) written ful~u~~p~ on Furm 

consider the 3-day requirement to have been met. 

K. ~~ee~~~~y Alerli Reports (New g m-s* ~~(~~(~~) 

(~u~ent 21) Several comments interpreted pruposed 6 5~4.~~(d)(2)(ii) as requiring repeated 

f~lluwup reports at 15-day intervafs. These comments questioned the need fur SW 

reposed a single fulluwup unce all the infurmatiun was collected within 15 days 

of the infu~atiun. 

The intent uf the regulatiun is nut to require multiple fulluwup repurts. We believe that most 

adverse drug experiences can be documented with either a single initial report or an initial report 

and a fullowup report if sign~~~ant new infurmatiun is received. To clarify this intent, 

baby af the intenim final rule has been revised to read: “* * *fif’j this inv~stigatiun 

reveals sign~~cant new ~nfu~atiun~ a followup report must be s~b~tted within I5 days of 

receiving such informatiun.” A 3-month periud is designated as the reasonable time needed to 

obtain such infu~atiun. ff additional ~nfu~atiun is sought but nut u ed within 3 months of 

the initial repurt, a fulluwup report is required describing the steps taken and why additiun~ 

informatiun was nut obtained. 

~~~~ent 22) Prctpused 0 5~4.~~(d)(2) required that the initial E-day alert repurt be sub~t~d 

using Form FDA 1932. One comment suggested that the Form FDA 1932 be submitted unly at 

the conclusion of the ~nvest~gat~un of the adverse drug experience. The curnment suggested that 

the initial report euuld be less 

We disagree with these suggestions. A stand~d~zed reporting format is essential fur the 

efficient cul~ect~u~ and prucessing of useful data. Thus, FDA has retained the required use of 

the IF0 932 fur the U-day NADAlANADA alert repast in this interim final rule. 
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(~u~ent 23) Several cu~ents suggested that f5-day ale reports of adverse drug 

rices be dinted to events udged to be “drug-related” by the applicant. 

e-e with this concept, Fur FX>A to determine drug-related effect, app~~ants must 

submit alf. reports of adverse drug experience su that the agency can evaluate the data in an nnb~a~ed 

manner. F!DA m ntains a computer data base of reported ~nfu~ati~n. The data base is evaluated 

for trends ur patterns of reports, and the trends are further investigated. Limiting rep 

related” events could hamper the discovery of uncu~un or unexpecte adverse dnrg ~xpe~~nc~s. 

u alleviate concerns that reporting autumatical~y implicates the d g, we added new 

5 514X&). This section provides that the adverse drug experience report ““will be without prejudice 

and dues nut necessarily reflect a conclusion that the report or infu~atiun constitutes an adm~ss~un 

that the drug caused or contributed to an adverse event.” 

Lq ~er~ud~~ Adverse Drug Experience Repurts (New $j ~~#.~~(~~(#~~ 

) Several comments criticized proposed 0 5~4.8~(d)(3)~ asserting that the 

prupused requirements fur periodic drug experience reports are inapprupriate, unnecess~, and 

bnrdensume in re uiring quarterly reputis fur 3 years. Two comments recommended G-month 

reports fur 2 years. 

We agree with many of the cu~ents and revise the pruvisiuns regarding periodic drug 

experience reports. We have cum ined the peri ic adverse drug experience repurt requirements 

with annual reporting req~~ements into new section, 5 5 ~4.8~(b)(4~. frequency of ~e~u~~g 

fur new approvals has been changed from the prupused schedule of “quarterly intervals fur 3 years 

from the date of ap~ruval and annually thereafter” (as it appeared in rupused 5 5 ~4.~Q(d)(3)) tu 

“‘every 6 onths for the first 2 years after approval of an DADA ur ANADA, and yearly t~ereafter.‘~ 

(See new $5 ~4.8~(b)(4~.) In light of this change, we wish to cfarify the repurting requirement 

fur the periodic drug experience reports. We are requiring that these periodic drug experience 

reports ~unta~n data and ~nfu~atiun fur the fuXf reporting periud. To facilitate this reporting 

requirement, we wiXX affuw sponsors to fife G-month periodic drug ex erience reports within 30 
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of the 6-month reporting period. W ith regard to the yearly periodic drng 

experience report, these must be submitted within 60 days of the armiversary date of the approval 

of the NADA or ANADA* 

FIIA added provisions in new 0 5~4.~~(b)(4) that alffow applicants to petition FI?A to change 

mission of yearly periodic drug experience reports or the frequency of repurdng 

to intervafs greater than annually. This is intended to increase ~exib~l~ty and to reduce the reporting 

burden fur specific NADAs and ANADAs. FDA believes t at any burden fur the third semiannual 

report will be offset by the provision in new $5 ~4.8~(b)(4) that allows applicants to petition fur 

decreased reporting frequency. 

M. ~~~~~sed 6 5~~.8~(d)(4~~ A nnuat Rqm-t (Interim Final ~~c~~d~d in 5~#.8~(~~(~)~ 

(~u~ent 25) Two comments noted that the phrase “quantities dis buted for fureign use” 

osed (5 5 ~4,8~(d)(4~(~~ is unclear, and that the collect 

and difficult tu obtain. 

he phrase, which is now in new Q 5 ~4,~~(b)(4)(i), has been revised to read “quarnities 

distributed domes ically and quantities exported? We believe that the data are obtainable ~~~~~~t~y~ 

CVM receives such data frum applicants) and, if prcrperly coll[ected, should be rehable. The data 

will be useful in CVM’s postmarketing surveihanee activities, such as the adverse drug experience 

program. 

26) Four comments objected tu the requ~em~nt in proposed $5 ~4.8Q(d)(4)(ji) that 

~licants provide a summary of any changes in the labeling. Cum.ments argued that A already 

has this infu~atiun on fife. 

We believe that this requirement dues nut impose a signi~~ant new reporting burden, yet 

es us with very useful ~nfu~atiun. The requirement is necessary t ensure that all. laboring 

changes, including those recently made or nut previously reported, are ducnmented~ 

a safe of any changes in e labeling, appfieants wiff facilitate CVM”s review of periodic 

drug experience reports. Therefore, we retained the requirement in new 5~4*~~~b~(4~~~~). 
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~~~~e~t 27) Several ~u~ents questioned the need fur providing the date of imp~ementat~un 

of rnan~fac~~ng and cantrol changes, required under prupased $5 ~4.8~(d)(4)(iv). The cu~ents 

d~sc~bed the requirement as an unnecessary paperwurk burden on both industry and ~uv~~ent* 

One ~~rnrn~~t noted that the requirement was redun ant because ua chronological list of changes 

is available upon field inspection,” 

We disagree with these comfnents. The date when a change is implemented is im ant to 

identify the production batches that may be affected by the change. This is important fur various 

reasuns~ including a~luwing reviewers to compare data generated at different times to determine 

if there are any changes ur trends in product quality. However, section I16 of the Fuud and Dnrg 

Adm~nis~atiun M de~~zatiun Act of 199’7 ( 13.S.C. 356a) describes reporting 

prucedures and requirements fur making major and other manufa~tu~ng changes ta an approved 

plication. Under FDAMA, we proposed to revise 5 514.8 (21. CFR 51 .Qy tie provisions for 

s~~p~ern~ntal a icatiuns fur changes in the mannfac~~ng of animal drugs, and specify the 

reporting require ents fur manufa~~~ng changes. (See 64 FR 53281, October f , 999.) Therefore, 

we removed the requirement described in proposed 0 5 ~4-~~(d)(4)(iv~ from this interim final rnXe. 

(Cu~ent 28) Prupused 6 5 4~8U~d)~4)(v)~C) required applicants to submit descn’ptions of 

~urnp~~t~d clinica trials conducted by or knuwn to the applicant. Some comments questioned 

whether this requi ement would result in possible duplicate reporting of clinical trial infu~atiun 

or adverse dmug experiences associated with an investigat~una~ new animal drag. Also, the difference 

between the terms LLcumpleted” and “concluded” was questioned in terms uf when the study was 

urted to FDA. Prupused 0 514.8~(d)(4)(v)(C) stated: “A stu y is considered compfeted 

no later than 1 year after it is cuncluded.” 

We did nut intend to require duplicate reporting. Tu make this explicit, we renamed the section 

~‘~u~~~~~~~~~ ~~~ur~tu~ s~~d~~~ and ~~~~~~~~ data not ~~ev~~~s~y 

$5 14.8~~b)(4~(~~i). We included the phrase “nut previuusly reported” in g title to clarify that 

duplicate reporting is nut required. To eliminate confusion uver the difference between %umpfeted” 
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and “concluded,” new $5 14-~~(b)(4)(iii)(~~ now states that “a study must be sub~tt~d no later 

than 1 year after cumpletiun of researc 

(~u~ent 29) Several cornrnents suggested that the requirements regarding submission of 

adve~~sements and ~rumutiunal labeling in 6 510.300 were adequate. These comments further 

suggested that FDA should retain these requirements rather than adopting the new requirement 

in p used $5 14~$~(d)(5)(1). In addition, the cu~ents challenged as unnecess~ and b~rdensume 

the requirement that a copy of the product labeling be included in the subm~ss~un. 

agency believes that the language in new 0 5~4,8~(b)(5)(ii) is an improvement over 

!$510.300 because it clarifies and delineates the requirements fur advertisements and ~rumutiuna~ * 
labeling fur both pr~sc~pt~un and over-the-counter drugs. However, FDA agrees that samples of 

a product’s current labeling need nut accumpany each s~b~ssiun of prumutiunal material. 

Accordingly, we removed s requirement from t 

~~~~e~t 30) Comments asserted that the timing of submission of the d~s~butur statement 

and labeling as established under prupused fi 5 ~4.8~(d)(5)(.‘) 11 was unclear because the preamble 

to the prupused rule suggested submission with the annual report, but the proposed rule required 

a]t the time of initial distribution.” 

We ckzified the timing of submission in the interim final rule. IIZ new 5 5~4.8~(b)~5)~iii)~ 

the distributor’s statement and samples of labeling are to be submitted as a special drug experience 

report ‘“at the time of initial dis~bntiun of a new animal dmg product by a distributor.” 

(Cunxnent 31) ~u~ents also questiuned the meaning of the term “own-label ( 

d~s~b~tu~ as it appeared in proposed 6 5 ~4.8~(d~(5)(~~)” 

We agree that the proposed language was unclear. We removed the phrase “own-fabel (private 

XabeX).” The wording in new 6 51 .8~(b)(5)(iii)(A) reads, “‘distributor% current product labeling.‘” 
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urnment 32) One ~u~ent asserted that the infu~atiun required in distributor statements 

are business ~a~gements which should be kept on file by applicants and nut be sub~tted tu 

FDA. 

We disagree with this comment. The distributor statements are kept on file at FDA to pruvide 

cross-reference infurmation fur the drug listing rucess. The statements may also be impu~ant 

to us dying an establis ent inspection. 

(~u~ent 33) Proposed 0 5 ~4*~~~d)(5)~i~i) codified the repurting requirements that applicants 

needed to cumply with befure they could add a statement of NADA approval status to the pruduct 

Iabe~i~g~ Before e enactment of FDAMA, the act expressly prohibited the use of appruva 

ts on the labeling of hu an drugs under sectiun 301(l) of the act (21 USC. 331(l)), 

but did nut prohibit the use of such statements on new animal drug labeling. Se&ion 421 of 

ck section 301(l) from the act, thereby lifting the ~ru~bitiun fur adding such 

statements tu human drug labeling. Because the agency has decided that it will implement this 

e act by pruviding uniform guidance concerning product 

fur both h~rna~ and animal pruducts, we determined that it would be i 

proposed 8 5~4*~~~d)(5)~i~i) in this interim final rule. 

uval status statements 

priate to retain 

u~ent 34) Proposed 5 5 l4.~~(d)(5)(~v) provided that “[u]pun written request, FDA may 

require that the applicant submit the reports required under this section at different times than 

those stated.” One comment suggested that FDA should have retained 55 ~~.3~~(b)(5) rather than 

adu~ting propose 6 5~4,8~(d)(5)(iv~. This cumment interpreted the language in (j 5~~.3~~(b)(5) 

as ensuing that special repurts are based on a “mutnalfy agreed upon need and nut a mere increase 

in frequency in repurting.” 
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terpret the language of 0 5 ~~.3~~~b)~5) as having provided a means of ~~rn~t~a~~y 

a~eeing upod’ some kind of need for a report. Moreover, we befieve it is neither necessary IKE 

acticaX to erasure that special reports are based an a ~~rnu~a~~~ agreed pan need.” Proposed 

0 5 ~4*~~~~)(5)(- ) IV was not intended to unnecessarily increase the frequency of reporting. Ra 

this ~r~~~sed section provides us with a means of obtaining reports in situatiuns where we believe 

that it is in the interest of pubhc health to require a different timeframe for the subrn~ss~~~ qf 

reports required in this regulation. To further this goal, we are adopting 

for the interim final rule (new 5 5 ~4.~~(b)(5)(~)~: ‘Tvp on written request, FDA may require that 

icant submit a report required under Ij 5 f4.80 at different times or more frequently than 

the timeframes st ted in 0 514.80,” 

(Com.ment 35) Severaf comnzents requested ciarificatitian of proposed $5 ~4~8~(e)~~) ~~~e~ 

a report refers to more than one animal drug marketed by an pIicant, the applicant 

shall sub~t the report to the application for each animal drug listed in the report. The report 

is required to identify aff the applications to which the report applies.” Comments questioned 

whether this was a~p~~cab~e to c~rnb~nat~~n drug products and whether FDA intended the applicant 

ese reports with afl dosage forms of the drug or just with the dosage fur-m involved in 

the adverse experience report. 

is section was intended to refer to periodic reporting requirements when an 

mare than oae DADA or ANADA ~~~tai~~~g a particular active ingredient. FTDA has repfaced 

e language proposed in 6 5~4.8~~e)~~) witi Iangzlage almost identical to tiat c~~ta~~ed ixn 

$5 1~.3~~~)(4~(ii . ITIDA has redesignated the general requirements section as Q 514.80(c) in the 

~nte~rn finaf rule, and has further ckrified the requirements needed to implement this secti;on, 

The cbrification pruvided fur in e interim finaf of 6 514.8O(c)( I) through (c>(4) reflects the current 

reputing practice. If appficable, tie applicant must do the following: (I) State when a report applies 

tiple a~~~~~at~~~s and identify all related applications; (2) ensure that the primary ap~~~catiQu 
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contains a Iist af afl related applications; (3) submit a completed Form FDA 2301, ~‘~~~~~~~~~~~ 

uf ~~riu~i~ Reports and ~ru~u~iu~~~ ~~~e~~~s for ~~~ Animal Dogs,” to the primary a~p~~cati~u, 

and to each related application that references the primary application and corresponding sub~ssi~n 

date; and (4) if there is infurrnation that is unique to a particular app 

be submitted in e report for that particufar NADA and/or ANA 

u~~nt 36) Several comments questioned the sco f fie published literature that needed 

to be provided to FDA. The comments asserted that onfy -from cupgent scieg-g$& 

j~u~a~s (excluding those listed in 21 Cm 5 10.95) and unIy substantive articXes should be required. 

The comments stated that obscure foreign journals with translations may require extended time 

periods to obtain. Section 3~4.~~~d~~~~ and (d)(2) of the hums drug r~g~~ati~ns were mentioned 

as examples of appropriate limitations. 

at the scope of published literature an reports of adverse drug experiences should 

be kept broad. In recent years, extensive searches of literature data bases have become quicker, 

more practical, and mure eeanurnicaf to perform. If the agency were to narrow tie scope of these 

searches, potentially valuable information might nat be submitted. However, in an effort to reduce 

the burden of this requirement upon applicants, the agency 

proposed $5~4~~~(e)(2), a~~~~cants would have been required to submit actual copies of all 

published articfes. We r?vised this requirement (new $5 ~4.~~~b~(4)~iv)(~)) such 

generally need anXy include a bibliography of pertinent references in the report. 

(~~~e~t 37) Several comments suggested that the requirement to pruvide photocopies of 

published articles was impractical because of co~y~ght restrictions of publishers. 

We are now able to access abstracts and a.rticXes through electrunic data bases via the Xntemet. 

This development has el~~nated the need for applicants to include cupies of abstracts ur articles 

in each report. Thus, as stated above, proposed 6 5 14.80(e)(2) has been revised. Under 
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5 5 ~4.~~(~)(4)(iv)(~), an applicant will be required to provide a full. text copy of a publication 

only upon FDA’s request. 

(G 0 ent 38) Two comments suggested that reporting of adverse experiences in p~stap~ruval 

studies as require in proposed 5 5 ~4.$Q(e)(3) was redundant and might resuIt in duplicate re~~~i~g, 

fn response to ents, the language in new (5 5~4,~~(~)(4)(iv)(~) has been change 

to specify “‘[r]e arts of adverse drug experiences in studies or triafs ~~~~~e~~~~~~~ ~--orted either 

individually or as part of an NADAIANADA * * *” (emphasis added). 

u* ~ep~~i~~ Furms (New !$5~#*~~(~~~ 

( ent 39) One comment stated that Form FDA 1932 is poorly suited for reports of product 

defects or human exposure to animal drugs. The suggestion was made that l?DA modify the form 

or allow a~temative reporting formats. 

We believe that Form FnA 1932 and Fur-m FDA 2301 are appropriate vehicles for reporting. 

Thus, the agency is retaining the requirement that these forms be used erg designated in &e 

interim final rub, 

A cumrnent suggested that FDA should retain the provisions in $5~~.3U~(d) 

rather than adup~ng proposed (5 5f4.80(h), because previous (s 514.300(d) included an ~pp~~n~ty 

for a hearing. Although the agency disagrees that language in prupused Q 514.80(h) s 

replaced with the anguage previously found in 0 5~4.3~~(dj~ the agency has rewritten proposed 

5 5 ~4.~~(h) for clarity. As part of this revision, the agency has added the following: ‘&If FTDA 

detentes that w~th~awa~ of the approval is necessary, the agency shall give the ap~l~~~t notice 

aad ~~~~rtunity for hearing, as provided in (5 5 14.20, on the question of whether to withdraw 

approval of the appfication.” 
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A received several comments on the posed regulation cunc~ming the portion of the 

regulation draping with MFAs. However, the ADAA amended the statutory provisions in the act 

regarding medicated feeds. Type A medicated articles are new animal drugs that may used 

to make medicated feeds. Feed mills use Type A medicated articles to ake medicated feeds. 

Prior to the passage of the ADAA, sponsors were required tu obtain a of NADAs for Type 

A medicated artic es, and feed mills that made medicated feeds were required to obtain approval 

FA for each medicated feed manufactured at each site befure they could regally m~ufac~re 

the medicated feed. The ADAA eliminated this requirement regarding 

not the requirement for sponsors to obtain approval of NADAs fur Type A medicated articles. 

Revisions to the MFA regulations to reflect the provisions of ADAA were the subject af 

a final rule that published in the Fedel*al Register of November 19, 1999 (64 63 195). Because 

of these revisions, the agency has removed the requirements for MFAs from the final r$e. Proposed 

0 5 14.8 1 described the records and reports requirements for holders of MFAs. There are no danger 

holders of MFAs. However, the agency still needs ~nf~~ati~n regarding approved Type A I 

medicated articles incorporated in animal feeds. Under the final rute, this infu~ati~n is ~~~vided 

e NADA for the Type A meditated feed, and, as stated in new 5 5~4.~~(a)~4)~ 

the record and re rt requirements found in new $514.80(b)(l), (b)(2), and (b)(4)(~v~ are applie 

to any approved Type A medicated article incorporated in animal feeds. The agency wilf address 

any remaining issues regarding records and reports for medicated feeds at a fater ‘date in a new 

proposed rule, if 

(absent 42) Proposed $5 14.82 established requ~ements fur records and reports eaneerning 

experience with new animal. drugs frum manufacturers, packers, fabelers, and dist~but~rs other 
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e a~p~i~ant* Several comments stated that requiring a nunapplicant to report to FDA is neither 

ef~cient nor ~e~ess~~ because it would result in duplicate reporting. Qxle ~u~ent stated 

an applicant m y be a subsidiary of a parent firm. 

e agree with these comments aBd have deleted the prupused section from the regulations. 

However, the agency has retaine certain record and repurt requirements fur nunappl~~ants (new 

) in new 6 5 14.80(b). The interim final rule specifies under new 6 5 ~4.~~(b)(3j that the 

nuna~~~~~ant is required to provide necessary information to the applicant. The applicant is required 

to repurt to A. The n~napp~ieant must retain certain records concerning events as 

new 8 5~4.~~(b)(3). The nunapp~~cant may chuuse to forward a cupy of the repurt tu FDA, but 

is action would be vuluntary. 

III. Conforming Amendments 

ith the amendment of the animal drug regulations, certain revisions to 21 CI?R parts 211, 

226,510, and 52 are required to cunforrn to the d~s~gnatiuns in t s. Certain other 

~ruv~s~uns of p 5 I.0 and 6 5 14.8 are superseded by these regulations and are removed. 

Iv. Rt%yllest for Comments 

interacted persons may submit to the Dockets Management Branch (address above) wri 

or eferrtrunic comments on new i formatian regarding this interim final rule by insert daze 60 

dam aJZer date of ~~~~i~~~~u~ in the Federal Register]. Two copies of any cu~ents are ta be 

subm~tted~ except that ind~vidna~s may submit one copy. Curnments are to be identified with 

ucket number found in brackets in the heading of this document, Received comments may be 

seen in the Dockets Management Branch between 9 a.m. and 4 p.m., Munday through Friday. 

The agency believes it is in the public interest to have the regulations in place while, at the same 

time, it solicits public comments on new issues. The agency will nut consider any comments that 

have been previuusfy considered during this rulema 
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~nd~v~dual~y or cumulatively have a significant effect on the human e~viro~ent. Therefore, neither 

an environmental assessment nor an env~ro~enta~ impact statement is required. 

VI. Federalism 

FTIA has analyzed this interim final rule in accordance with t e principles set forth in 

Executive Order 13 132. FTIA has determined that the rufe does not contain policies that have 

substantial direct effects on the States, on the relationship between the National Government and 

the States, or on e distribution of power and responsibilities among the various 

gove ent. A~cord~ugly~ the agency has concluded that the rule does not contain pohcies that 

have federalism implications as defined in the order and, consequently, a federalism su 

impact statement s nut required. 

VII. Analysis of Impacts 

A has ex~ned the impacts uf the interim final rule under Executive Order f2866 and 

has determined that it dues nut constitute an economically signi~cant rule, as defined in 

Executive order. FDA also certifies in accordance with the Regulatory Flexibility Act (5 USC. 

CXK-412) that is rule will not have a significant econumic impac CHI a substantial number of 

small entities, and therefore, a regulatory flexibility analysis is not required. Further, since this 

rule wiXf not impose any mandates on other governmental entities and wi 1 result in the expenditure 

of less than $KXI Xlion by the private sector, YFDA dues not need to prepare additional analyses 

under the unfunded M~dates Reform Act. 

e ~e~~~ati~~ is intended to clarify and simplify recordkeeping requirements while ~mpruv~ng 

the protection of public and animal health. The revisions in the reporting re~uiremeuts are expected 

to provide savings through lower recordkeeping costs in some areas while i osing small cost 

increases due to requirements for recordkeeping of more useful ~nf~~at~o~. 
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n the rule, the term “ap licant’” is limited to the holder of an approved a~p~~~at~on (NADA 

or A~A~A) and dues nut include every firm w ears on product labeling, as the 

regnlat~uns previuusly provided. A nunapplicant is required to send copies of necessary infu~atiun 

plicant who wou en combine all information received, whether from one or several 

sources, and submit a single report to FDA. This change would reduce aperwork requirements 

because firms would be required to submit fewer reports. Also, those reports should provide 

ensive reporting of all required information. 

The current requirement fur adverse drug experience repurts to be submitted by d~st~bntors 

under propose Q 514.82 is retained under the interim final rule in 8 5~4.8~(b)(3) in ~onapp~icant 

retorting. The re uirement fur any firm involved in the ma~~factu~ng, processing, pat 

, or d~s~bnti~g of a new animal drug product other than the applicant (the nonapplicant) 

tu report adverse experiences either to FDA or to e applicant is a restatement of the previous 

provisions of 8 5 10.300(f) that applies to a smaf number of firms that would not routinely be 

expected to receive such information. The restatement is intended to clearly state that any such 

i~fo~a~u~ received is required to be reported to FDA, either directly or through the applicant. 

However, only one party would be required to fife the report. 

e revised regulatiu~s amend the language of the regula~uns to clarify current practices. 

The cunfu~~ of reporting requirements fur animal drugs and human drugs may simplify the 

s that manufacture both kinds of products. No added cos s are expected fur 

s who only manufacture new animal drng products. 

the past, FDA has required that records e retained fur an indefinite 

The proposed fe provided fur a retention period of 10 years. FDA has changed this requirement 

to 5 years for all i~fu~at~on, in response to industry comments. T is would pruvide an additional 

u~pu~~ty for savings compared to the proposed rule. Since the current average length of time 

which records are kept is unknown, it is possible that there will be a small net cost due to this 



28 

ruvisiu~, even though the reporting requirements are clarified for easier compliance and 

administration. 

he previously existing regulation required reports concerning newly approved NADAs and 

A~A~As every 6 months for the first year and annually thereafter. The proposed rule fur records 

and reports would have required submission of such reports at quarterly intervals fur 3 years 

following approva A agrees with comments frum industry that the proposed rule’s requirement 

of repurts at queerly intervals for 3 years fufluwing approval was ~nne~ess~, and the agency 

has decreased the reporting requirements in the ~nte~m final rule. The interim final rule requires 

reports of adverse drug experiences to be submitted every 6 months for 2 

thereafter. 

e net change from the previous regulation requires one additiuna~ 

m)A estimates that it approves 30 NADAs annually. FDA estimates that 

years and annually 

e second year. 

I. 3.6 hours are required 

to establish and maintain the drug experience data, as well as write the report. Total hours re 

fur this provision are estimated at 408. At a middle manager’s estimated total wage rate of $35 

is provision would cost $14,280 annually. Moreover, applicants may peti~on fur 

lengthier report intervals. A will provide fur reporting at intervals Xon er than 1 year when 

justi~ed based on current experience ur manufactn~ng and marketing status. The expected number 

of petitions fur reporting at intervals greater than 1 year is difficult to estimate because it depends 

on the extent to w individual company wishes to qualify for this provision. The net result 

ovisions may be either a very small cost ur savings to each fin-m. 

The interim final rufe re uires applicants to periodicaffy review the incidence of adverse drug 

experiences an report any significant increase in the frequency to FDA as soon as possible or 

within 15 working days of determining a significant increase in frequency exists. FIDA expects 

to receive very few of these each year and estimates the annual number at 1 to 20. These reports 

would not be expected to take more than I to 2 hours of a manager’s time, and the high-end 
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cost would be f ,400 annual@, Periodic review of adverse drug experience reports, 

although on a less forma basis, is already understood to be normal business practice. 

. The net costs and benefits of this interim final rule, though indete~nate~ are expected to 

be modest. FDA concludes that the impacts of the interim final rule do nut qualify it as an 

ec~n~~~al~y sign~~cant rule as defined under Execut ve Order 22866. 

The Regulatory F~ex~b~~~ty Act, as amended (5 U.S.C. 601--6f2), allows for a waiver of the 

regulator flexibility analysis if an agency certifies there will not be a significant impact on a 

substantial number of small entities as a result of a rule, as well as provides the factua 

for such a ce~~~~at~~n* The Small Business Administration definition o a small business in 

il3dUS category is limited to those firms with less than 750 employees. It is expected that a 

snbstant~a~ number of the firms which will be subject to the new recordkeeping and repotiing 

requirements will meet the de~n~tiun of small businesses. FDA estimates that from 1 to 13 of 

e a~prQximate~y 30 NADA and ANADA approvals in 1999 may have been from small businesses, 

Using the upper end of this range, about 42 percent of the firms receiving approval a~~a~~y would 

be subject ta e new reesrdkeeping and reporting requirements. Although these firms ~~nst~~te 

a substantial number of firms being granted an approval eat year, this proposal is not. expected 

to have a significant economic impact on these firms, because the interim final rule is intended 

to simplify and clarify cun”ent recordkeeping and reporting re irements. The net costs and benefits 

on each small fi are expected to be modest. Accordingly, FDA certifies in accordance with 

egulatory ~~exib~li~ Act (5 UXC. 60X-612) that this rule will nut have a sign~~~ant ec~n~rn~ 

i act on a substantial number of small entities, and therefore, a regulatory exibility analysis 

is not required. 

VIIXI. Paperwork Reduction Act of 1995 

final rule contains information collection visions that are subject to review 

y the Office of Management and Budget @MB) under th perwork Reduction Act of 1995 

A) (44 USC. 3501-3520). A description of these provisions is given below. Included 
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is the time for reviewing instructions, searching existing data sources, gathering and majnta~n~ng 

the data needed, and ~um~~eting and reviewing each colfec 

YMx Records and Reports Concerning Experience With Approve New Animal Drugs 

e amends the provisions of the animal g regulations 

~on~~~ing re irements for re~ord~~eping and reports of adverse experiences and other ~nfo~atio~ 

relating to approved new animal drugs. The information contained in the re arts required by t 

rule enables FDA to monitor the use of new animal drugs after approval and to ensure their 

continued safety and efficacy. The reporting requirements inchrde: A re 

i~fo~at~o~ on product and man~fa~tu~ng defects that may result in serious adverse drug events 

a report that provides information on serious, unexpected adverse drug events 

and a fo~~owu report on such events (new 6 514.8~~b)(2)); a summary report of increased 

frequency of adverse drug experiences (new 6 5~4.8~(b)(2)(i~i))~ a r-e from nonapp~icants, such 

as distributors, to applicants providing info~at~on on adverse dru experiences (new 

0 5 14.8~~b)(3)); a periodic report with information on distribution, labeling, manufa~tu~ng or 

controls changes, new laboratory studies, and aff adverse events in the reporting period (new 

0 5 ~4.~~~b)(4)); and other deports that include special drug experience report; reports for adv~~~s~~ 

and promotional material, and reports for dist~b~tor statements (new $5~4.8~(b)(5)). These reports 

ust be kept for 5 years (new 9 514.8Q(e)). 

The interim final rule s~engthgns the current reporting system by requiring periodic repotis 

every 6 months for the first 2 years following initial approval of an application rather than just 

for t rst year following initial approval. The increased burden on applicants amounts to one 

additional periodic report. White greater than the reporting burden in the previous rule, this burden 

is less than that of the proposed rule which would have required quarterly periodic re 

3 years following initial approval, 

orting burden of e proposed rule has been reduced further in other ways. Xn the 

interim final rule, the report pertaining to product an manufactu~ng defects must include only 



efects “that may result in serious adverse drug events?’ (new 5 5 ~4.8~(b)( 1)) ra 

than ~~fo~at~on on alf manufac~~ng defects, as i aposed rule. Additionally, the proposed 

rule required a periodic adverse drug experience report and an annual report, whereas the ~nte~rn 

final rule has combined these reports into a single periodic drug experience report (new 

~(b)(4)). The interim final rule afso reduces the reporting requ~remeuts of the proposed rule 

proposed 5 514.82, which required records an reports from manufa~~rers~ packers, 

labelers, and d~st~butors other than the applicant. The recordkeeping requirements of the propose 

ave also been reduce in the interim fmal rule anging the required period of time 

recur ust be kept from 10 to 5 years (hew 6 514.80(e)). *i_i’ 
periodic reports must be submitted with Form FD 2301, ‘~Transmittal of Periodic Reports 

and ~rornot~o~a~ Materials for New Anima Drugs” (OMB Controf No. 

expe~~n~e rep0 s must be submitted on Form 932, ““Veterinary Adverse 

duct Defect Report” (OMB Control No, ~9~~~~2). 

~e~~~~~~~~~ sf ~e~~~~~e~t~~ Applicant respondents are sponsors of approved NADAs and 

As. ~onapp~i~ant respondents are those, other than the applicant, involved in manufactu~~g~ 

processing, packing, libeling, or dist~buting new animal drugs. - 

Although the proposed rule of December 17, 1991 (56 FR 65581), rovided a 6U-day coyest 

under the PRA of 1980 and this interim final rule res onds to the comments received; 

oviding an add~t~unal Q for pubf c foment under the PRA of 1995, which 

became effective after the publication of the proposed rule an applies to this interim final rule. 1 
Therefore, FDA now invites moments on: (1) Whether the proposed collection of infu~atiun 

is necess for the proper performance of ‘FE?A’s functions, including whether the info~at~on 

will have practical utility; (2) the accuracy of DA’s estima e burden of the proposed 

ion of information, including the validity of the methodology and assumptiuns used; (3) 

ways to enhance the quafity, utility, and clarity of the info~ation to be collected; and (4) ways 

to rni~~~ze the burden of the collection of ~nfo~ation on respon ents, including through the 
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use of automa ed collection techniques, when appro r&e, and other s of info~ation 

technology. 

At the close of the 6 -day comment perio , FDA wilf review the comments received, revise 

e ~nfo~ation collection provisions as necessary, and submit these provisions to OMB for review 

A wifl. publish a notice in the Federal Register when the info~atiou colfection 

provisiuns are submitted to OMB and provide an oppo~nity for public comment to UMB at that 

time. Prior to the effective date of this interim final rule, FDA will publish a notice in the Federal 

egister of OMB’s deck on to approve, modify, or disapprove the information co1 

provisions. An agency may not conduct or sponsor, and a person is nut required to respond to, 

a collection of info~ation unless it displays a valid OMB control number. 
RECOFDS AND REPORTS C~~CE~~l~G EXPERIENCE WITH APPROVED NEW ANI 

TABLE &---ESTIMATED ANNUAL REPORTING BURDENS 

21 CFR Sectio~jtle~F~A Form No. 
I 

Total Annual liours per 
Responses Response Total Hours 

514,8ofb)(2)(i)lOrjginal 1 E&Day Alert Repo#For~ FDA 

5i4.~~~b~~l)/3-~ay Field Alert Report/ Form FDA 1932 

514.80(b)(2)(ii)/Folfowup 15-Day Alert Report/Form FDA 190 
I 

t7.90 6,007 1 
1932 

514,80fb)(2)fiii)lfncreased Frequency 15-Day Alert 
Report 

190 1.58 
I 3*Q I 2 3Qo 

514.8~~b)~5)~i)/Spaeia~ Drug Experience Report/ Form 
I 

190 
I 

0.13 
FDA 2301 I 

25 
I 

2 50 

5t 4”8~~b)~5)~i~)/Adve~isi~g and Promotional Materials Report/ Form FDA 2301 

514,8~~b)~5)~~i~)/Qistrjb~tor’s Statement ReportI Fort-n 530 0.14 58 2 112 
FDA 2301 I I 
Total 34,877 

There are no capital costs or operating and maintenance costs associated with this collection of information. 
Yhe r@~o~ifl~ burden for 5 514*8~(b)~4~~iv)~A) is included in the reporting burden for 3 514.8~~b)~2)~~). 



l~~~d~~ estimates were separated between Form FDA 1932 and Form FDA 2301 to reflect the differetxe in estimates for “Hours per Respond- 
er@ ~eq~i~~d. 

*Recordkeeping estimates far Q$ ~14*8~(b)(l), 514.~~(b)(2)(i), 514.8~(b)(Z)(~i), and ~l4.~O(b)(3); Form FDA 1932, 
~~~~~~dk~ep~~~ estimates for fj$ ~~4.~0~~~~2~~~ii~~ 514.80fb)(4), 514BO(c), and 514.8~~b~~5~; Form FDA 2301 e 

orms FIX4 X932 and FDA 2301 for this ~~~~e~t~~n of ~nf~~at~~n are currently appruved 

B Contr01 No. 09 X O--U01 2 and will not change dqe to implementation of this regnlat~~n, 

The reporting acid recordkeeping burden estimates in this document are ased on the submission 

of reports to e Division of Su~e~l~ance, Center for Veterin Medicine. The total annual response 

numbers are based on the 2~~~ fiscal year submission of repurts to the Division of Su~e~~lance, 

Center for Veterinary Medicine. The numbers in tables 2 and 3 are total burden associate 

this reg~~at~~n. Section 5 ~4.~~(b)(2)(~~~) and (b)(3) are new ~~fo~atiQn collection requirements 

over the current requirements. 

List of Subjects 

cling, Laboratories, Packaging and containe s, Prescription drugs, Reporting and 

recordkeeping requirements, Warehouses, 

A~mal drugs, Anim feeds, Labeling, Pat aging and cuntainers, Reporting and re~ordk~e~ing 

requirements. 

Ad~n~s~a~~ve practice and procedure, Animal. drugs, Labeling, Reporting and re~~rdkee~i~g 

requirements. 
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ice and procedure, Animal drugs, ~~n~dential business ~~f~~ati~~, 

Repurting and recordkeeping requirements. 

erefore, under the Federal Food, Drug, and Cosmetic Act and under Anthony delegate 

e ~~~ssi~ner of Food and Drugs, 21 CFR parts 211) 226,5 10, and 5 14 are amexlde 

f~llUWS: 

MACEUTICALS 

. ?“‘he a~th~~ty citation for 21 CFR part 211 continues to read as f~~~~ws: 

§211.198 [Amended] 

1.. 1198 ~u~~~u~~~~~e~ is amended in p~agraph (a) in the last sentence by 

removing “in accordance with 5 3 10.305 of this chapter” and adding in its place “as in $5 3 10,305 

d 5 14.80 of this chapter.” 

’ PART 226-CURRENT GOOD ~ANUFA~TU~~~~ PRACTICE FOR TYPE A 

ority citation for 21 CFR part 226 continues to read as follows: 

Authority: 21 USC 351,352,36Ob, 371, 374. 

9 226.1 Amended] 

4. Se&on 226.1 is amended by redesignating the existing text as paragraph (a) and by adding 

paragraph (b) to read as foliiows: 
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n addition to rn~~tain~ng records and reports required in this art, Type A medicated 

icles req~~~ng approved NADAs are subject to the requirements of $514.80 uf 

PART 51O-NEW AMORAL DRUGS 

. The authors citation for 2 I CFR part 5 10 continues to read as follows: 

orify: 2f. USC. 321,331,351,352,353, 36Ob, 37f,379e, 

§510.302 [Removed 

7. Section 5 IO.302 ~~p~~t~~g forms is removed. 

PART 514-NEW ANf~AL D UG APPLICATEONS 

e authority citation for 2 f CFR part 5 14 is revise to read as follows: 

Authority: 21 USC 36Ob, 371. 

9. Section 5 14.3 is added to subpart A to read as follows: 

$j 5;14.3 De#lnitions. 

e definition and ~nte~re~a~on of terms contained in this section apply to those terms as 

used t~o~ghont subchapter E. 

dverse drug experience is any adverse event associated with the use of a new animal 

er or not considered to be drug related, and w ether or not the new animal drug was 

used in accordance with the approved labeling (i.e., used according to label directions or used 

in an extralabel manner, including but not limited to different route of ad~~s~a~i~n, different 

species, different indications, or other than labeled dosage). Adverse dru experience includes, but 

is not limited to: 
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(1) An adverse event ~ccuting in animals in the course of the use of an animal drug ~rud~ct 

by a vete~n~~ or by a livestock producer or other anima owner or caretaker., 

(2) Failure of a new animal drug to produce its expected ph~acol~gica~ or clinical effect 

(lack of effectiveness). 

(3) An adverse event occurring in humans from exposure during manufacture, testing, 

handling, or use of a new animal drug. 

(b) A~A~A is an abbreviated new animal drug application including all ~en~ents and 

supplements. 

(c) A~~~~~~~~ is a person who owns a new animal drug app~~cat~Qn or ANADA. 

(d) fizcireased f~@~~e~cy of adverse drug experience is an increased rate of occurrence of a 

particufar seri;ious adverse drug event, expected or unexpected, after appropriate adjustment for dru 

exposure. 

(e) GALA is a new animal drug application including all amendments and supplements. 

(0 anti? ~~~a~t is any person other than the applicant whose name appears on the label 

and who is engaged in manufac~~ng, packing, distributian, or labeling of the product. 

stand~ds specified in the approved application, or any significant chemical, physical, or o 

change, or dete~~rat~~n in the distributed drug product, including any m~crQbia~ or chemical 

c~ut~nati~n. A manufactu~ng defect is a pro ct defect caused or aggravated by a manufact~~~g 

or related process. A m~ufac~~ng defect may occur from single event or from de~c~encies 

erent to the manufactu~ng process. These defects are generally associated with product 

c~nt~nati~n, product dete~~rati~n~ m~ufactur~ng error, defective pat: aging, damage from 

disaster, or labeling error. For example, a labeling error may include any incident that causes a 

d~st~buted uct to be mistaken for, or its labeling applied to, another product. 

(h) Serious adverse drug expa-itmce is an adverse event that is fatal or life- atening, requires 

professional intervention, or causes an abortion, stiffbirth, infertility, congenital anomaly, prolonged 

or permanent disability, or disfigurement. 
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(i) ~~e~~ec~ed adverse drug experience is a~ adverse event t 

gabbling for the new animal drug and includes any event that may be symptomatically and 

~ath~~hys~~~~g~ca~~y related to an event listed on the labeling, but differs from the event because 

af greater severi or specificity. For example, under this definition hepatic necrosis would be 

~~exp~~t~d if the sabering referred only to elevated hepatic enzymes or hepatitis. 

* ~~~t~~~ 514.8 ~~pple~e~~al PZ~W ~~~~~~ drq ap~~~ca~~~~~ is amended in paragraph (a)(~) 

5 ~~.3~Q(a) of this chapter” and by adding in its place “6 5‘14.80”; in paragrap 

(a)(5) by r~rn~vi~g “5 51~.3~~(b)(4) of this chapter” and by adding in its place “5 5 ~4.~~(b)(4)~‘; 

in ~~agra~h (a)(5)(ix) by removing “0 5~~.3~~(b)( 1) of this chapter” and by adding in its place 

and by revising paragraph (a)(6) to read as follows: 

0 a sic * * 

(6) ~ppruva~ of a supplemental new animal drug app ieation wiff not be required to provide 

for an add~t~~na~ istributor to distribute a drug which is the subject of an approved new animal 

drug ap~~~cati~~ if the conditions escribed in 0 5 ~4.8~(b)(5)(i~i) are met before putting such a 

change into effect. 

g514.11 mended] 

1 I - Section 5 14.11 CQ~~de~~ia~~~ of data and i~fu~~~~~~ in a new apical drtcg a~~~ic~~~~~ 

file is amended in paragraph (a) by removing “5 f 0.300” and adding in its place “5 

22. Se&on 5 14.15 Untrue statements in applica~~~~~ is amended in 

“$5 10.300” and adding in its place “0 5 14.80”. 

13. Section 514.80 is added to subpart B to read as follows: 
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Purpose Paragraph and Title 

What j~forrnatjo~ must be reported concerning approved NADAs or ANADAs? 51480(a) Applj~abiti~ 

What authority does FDA have for requesting records and reports? 514.80(a)(l) 
Who is required to establish, maintain, and repon required information relating to 

experiences with a new animal drug? 

514,80(a)(2) 

514.80(a)(5) 

514.80(h) Reporting Requirements 

5f 4.8~(b)(~ ) Three-day ~A~~ANADA Field Alert Report 

514.80(b)(2) Fifteen-day NAD~A~ADA Alert Report 

What are the requjrame~ts for reporting produc~manufact~r~ng defects? 

What are the requirements for reporting serious, unexpected and adverse drug 514~8~~b)(2)(~) instead Report 
experiences? 

5 5-l 4.80 Records and reports concerning experience with approved new animal drugs. 

e following table outlines the purpose for each p~agraph of this sectian: 

1s i~fo~atio~ from foreign sources required? 
-- 
What records must be established and maintained and what reports filed with 

FDA? 

What is FDA’s purpose for requ~rj~g reports? 

Do app~~~a~ts of Type A medicated articles have to establish, maintain and 
report information required under 9 5 14.80? 

How do the requirements under §5t4.80 relate to current good man~fa~turjng 
practices? 

What are the requirements for fo~~ow~p reporting of serfous, unexpected adverse 
drug experiences? 

Whet are the r~uirem~nts for reporting increases in the frequency of serious, 
expected and unexpected, and adverse drug experiences’? 

~~~,8~~b)~2~~~~~~ Summary Report of Increased Frequency of 
Adverse Drug Experience 

What are the requirements for ~o~app~~~nts for reporting adverse drug 
experiences? 

514,80(b)(3) ~a~app~j~ant Report 

What are the general requirements for submission of periodic drug experience 514~8~(b)(4) Periodic Drug Experience Reports 
reports, e.g., forms to be subsided, submission date and frequency, when is it 
to be submitted, hovv many copies? 

How do I petition to change the date of submission ar frequency uf 
submissions? 

What must be submitted in the periodic drug experience reports? 

What distribution data must be submitted? 
How should the d~st~but~on data be submitted? 

514.8~(b)(4)(j) through ~b)(4)(~) 

514*8~(b)(4)~i) Distribution Data 

What labeling materials should be submitted? 
How do f repoti changes to the labeling materiats since the last report? 

514.8~(b)~4)(i~) Labefing 

~~4~8~(~)(4)(~~~ ~oncl~~~~~ Laboratory Studies and Glinicaf 
Data Not Previously Reported 

What are the requ~roments fur submissfon of nonclinical laboratory studies? 

What are the requirements for submission of clinical f&oratory data? 

When must results of cfinkaf trials conducted by or for the applicant be 
fep~~~~ 

~~4.8~(b)(4)(iv) Adverse Drug Experiences 

Mow do 1 report produc~ma~ufe~turing defects and adverse drug experiences 
not previously reported to FDA? 

What are the requirements for submitting adverse drug experiences cited in 
literature? 



Purpose 

What are the requjr0men~s fur ~~brn~~j~g adverse drug experiences in 
postapproval studies and clinical trials? 

Can FDA request that an appiieant submit ~~~o~at~o~ at different times than 
staled specifically in this regufation? 

What are the ~e~~j~~rn~~ts for s~brn~ss~Q~ of advertisement and promotional 
labeling to FDA? 

What are the req~~~erne~ts for adding a new djstrjb~tor to the approved 
app~jcat~o~? 

What labels and how many labels need to be submitted for review? 

What changes are required and allowed to distributor labeling? 

What are the req~~rern~ts for making other changes to the distributor fabeling? 

What ~nformatjon should be included in each new distributor’s signed statement? 

What are the conditions for submitting i~formatjo~ that is common to more than 
one application? (Le., can I submit common information to one application?) 

What ~~forrnat~o~ has to be submitted to the common application and related 
application? 

What forms do i need? 
What are Forms FDA 1932 and 2301? 
l-b4 can f get them? 
Can I use computer-generated eq~~va~e~ts? 

How lung must I rnajn~aj~ Form FDA IQ32 and records and reports of other 
required information, i.e., how fang do I need to maintain this information? 

What are the requirements for allowing access to these records and reports, and 
copying by authorized FDA officer or employee? 

How do t obtain Forms FDA 1932 and 2301? 
Where do f mail FDA’s required forms, records, and reports? 

pens if the applicant fails to establish, maintain, or make the required 
reports? 

What happens if the applicant refuses to allow FDA access to, and/or copying 
and/or verify records and reports? 

Does an adverse drug experience reflect a conclusion that the report or 
~nformatjo~ constitutes an admission that the drug caused an adverse effect? 

Paragraph and Titie 

5~4.8Q~b)~~)~i) Special Drug Experience Report 

5~4.8Q~b)~5)~~~) Adve~~sements and ~~ornot~ona~ Material 

514.8O(b)fS)(iii)(S)(1) through (5)(V) 

514.80(c) Multiple Ap 

514.80(c)(l) through (c)(4) 

514.80(d) Reporting Forms 

5t4.80je) Records to be Maintained 

514.80(f) Access to Records and Reports 514.80(f) Access to Records and Reports 

514.80(g) Mailing Address 514.80(g) Mailing Address 

514813(h) Withdrawal of Approval 514813(h) Withdrawal of Approval 

514.80(i) DiseIalmer 514.80(i) DiseIalmer 

(a) A~~~~~~~~~~~. (1) Each applicant and nonapplicant must establish and maintain indexed, 

separate, and complete files containing full records of aXl ~~f~~ati~~ pertinent to safety or 

effectiveness of a new animal drug that has not been previously submitted as part of the NADA 

or ANADA. Such records must include information from domestic, as well as foreign sources. 

(2) Each applicant must submit reports of data, studies, and other inf~~at~~~ concerning 

experience with new animal drugs to the Food and Drug Administration (FDA) for each approved 

DADA and ANADA, as required in this section. A nonapplicant must submit data, s 

other ~~fo~ati~~ concerning experience with new animal: drugs to t e appropriate applicant, as 
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. required in is section. The appficant, in turn, must repurt the nonapphcant’s data, studies, and 

other i~fo~at~on to FDA. Applicants and nonapplicants must submit data, studies, and other 

~~f~~~t~u~ described in this section from domestic, as well as foreign sources. 

(3) I?IIA reviews the records and reports required in this section to facilitate a dete~nation 

under Section 5 12(e) of the Federal Food, Drug, and Cosmetic Act (2 .S.C 360b) as to whether 

ere may be grounds for suspending or withdrawing approval of the NADA or ANADA. 

(4) The requirements of this section also apply to any ap oved Type A medicated aide. 

In addition, the requirements contained in (ii 5 ~4.~~(b)( I), (b)(2), and (b)(4)(~v) apply to any 

oved Type A medicated article incorporated in animal feeds. 

(5) The records and reports referred to in this section are in addition to those required by 

the current good manufa~tu~ng practice regulations in parts 2 11, 225, and 226 of this chapter. 

(b) ~~~~~~~~ r~~~~re~e~~~-( I) 771 ree-day ~A~~A~A~A jield alert report. This report 

provides i~fo~at~o~ remaining to product and manufa~tu~ng defects that may result in serious 

adverse drug events. The applicant (or nona~~~i~ant through the appficant) must submit the report 

A District Office or focal FDA resident post within 3 working days of first 

b~~o~n~ aware that a defect may exist. The information initially may be provided by telephone 

ur other teleco~uni~ation means, with prompt written followup using Form A 1932 

‘“Jeterinary Adverse Drug Reaction, Lack of Effectiveness, Product Defect Report.” e mailing 

cover for these re s must be plainly marked “3”Day ~A~~A~A~A Field Alert ~~~~~.” 

(2) ~l~ee~-d~y ~A~~A~A~A alert report--(i) ~~~~~~2 report. This report provides ~nfo~at~o~ 

serious, unexpected adverse drug event, regardless of the source of the info~at~on. The 

applicant (or ~onap~li~ant through e applicant) must submit the report to FDA within 15 wowing 

days of fast receiving the information. The report must be submitted on Form FIIA 1932, and 

its mailing cover must be plainly marked “f.5-D~~y ~A~~~A~A Alert Repurt.” 

(ii) ~~~~~~~~ report. The applicant must promptly investigate aff adverse drug events that 

are the subject f IS-day NADAIANADA alert reports. Xf this investigation reveals significant 
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new inf~~at~~n~ a foIfowup report must be submitted within 15 wurking days of receiving such 

ation. A foflowup report must be submitted on Form F!DA 1932, and its mailing cover must 

be plainly marke ‘W-Day ~A~~~A~A Alert Report ~u~~u~~~.‘~ The f~ll~wup report must state 

the date of the initial report and provide the additional inf~~ati~n. ff additional ~nfo~ati~n is 

t not obtained wi in 3 months of the initial report, a followup report is required 

describing the steps taken and why additional information was no 

(iii) ~~~~~~ report of ~~c~e~s~~fre~~~~cy of adverse drz~g experiertce. The applicant must 

periodically review the incidence of reports of adverse drug experiences to determine if there has 

been an increased frequency of serious (expected and ~n~xp~~ted) adverse drug events. The 

a~~~i~ant must report as soon as possible, but in any case within 15 war ng days of determining 

increased frequency of serious (expected an ected) adverse drug events. 

Surges of re arts of increased frequency of adverse drug events must be submitte 

form. The su aries must state the time period on which the increased frequency is based, time 

period compariscsns in dete~~ng increased frequency, references to any prev~~~s~y sub~tted 

Form FIDA 1932, the me od of analysis, and the inte etation of the results. The surges 

e submitted under separate cover and may not be included, except for reference purposes, 

in a periodic drug experience report. The applicant must evaluate the increased frequency of serious 

(expected or unexpected) adverse drug events at least as often as reporting of periodic drug 

experience reports. 

the ap~~~~~t within 3 working days of first receiving e inf~~ati~n. e applicant must then 

submit the report(s) to FDA as required in this section. e ~~napplic~t must maint~n records 

of all n~na~p~~cant reports, including the date the nonapp~~~ant received the inf~~ati~n ~~nce~~ng 

adverse drug experiences, e name and address of the applicant, and a copy of the adverse drug 

experience report including the date such report was submitted to the applicant. ff the n~na~~~~~ant 
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eXects to also report directly to FDA, the nonappficant should submit the report on Form FDA 

1932 w~~in 15 working days of first receiving e information. 

(4) Periodic drug experience report. This report, must accompanied by a completed Form 

FDA 2301 ‘*lrransmitta3 of Periodic Reports and Promotional Materials for New Animal Drugs,” 

It must be sub tted every 6 months for the first 2 years following approval of an NADA or 

A~A~A and yearly thereafter. Reports required by is section must contain data and ~nfo~ation 

for the full reporting period. The h-month periodic drug experience reports ust be sub~tted 

within 30 days following the end of the G-month reporting period. The yearly periodic drug 

experience reports must be submitted within 60 days of the anniversary date of the approval of 

e DADA or ANADA. Any previouslty submitted information contained in the report must be 

ident~~ed as such. For yearly (annual) periodic drug experience reports, the applicant may petition 

A to change e date of submission or frequency of reporting, and after approval of such petition, 

reports on the new fifing date or at the new repurting frequency. Also, FDA may require 

a report at different times or mure frequently. The periodic drug experience report must contain 

the fo~~owing: 

(i) ~~~~r~~~~~~~ ~&a. Information about the distribution of each new animal drug product, 

in~~~ding information on any dis~butor-~abe~ed product. This information must include the total 

number of dis~b~ted units of each size, streng z or potency (e.g., ~~~~~~~ bottles of 100 5- 

~~~igr~ tablets; 50,000 lO-miflihter vials of 5 percent solution). This info~ation must be 

presented in two categories: quantities distributed domestically and quantities exported. 

(ii) ~~e~~~~~ Applicant and distributor current package labeling, including package inserts 

(if any). For large-size package labeling or large shipping eartons, a representative copy must be 

s~b~tted (e.g., a photocopy of pertinent areas of large feed bags). A summary of any changes 

in labeling made since the last report (listed by date of implementation) must be included with 

the sabering or if there have been no changes, a statement of such fact must be included with 

e labeling. 
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(iii) ~~~~~~~i~~~ ~a~~ra~~~ studies and clinical data nob pr~vi~~~~~ reported, 

A) Copies of in vitro studies (e.g., mutagenetic) and other nonclinical laboratory studies 

conducted by or otherwise obtained by the appfieant. 

(B) Copies of published clinicaf trials of the new animal drug (or abstracts of them) including 

clinical trials on safety and effectiveness, clinical trials on new uses, and reports of cfinical 

experience pe~~nent to safety conducted by or otherwise obtained by the applicant. Review icles, 

apers, and abstracts in which the drug is used as a research tool, promotional articles, press 

clippings, and papers that do not contain tabu~at~ons or summties of originalf data are not require 

to be reported. 

(C) Descriptions of, or if available, pre~ub~~~ation manuscripts relating to completed ehnical 

trials ~Qnducted by or otbenvise known to the applicant. Supporting ~nfo~ation is not to be 

reported. A study must be submitted no later than 1 year after completion of research, 

(iv) Adverse drug eriemes. (A) ~oduc~manufa~tu~ng defects and adverse dmg 

experiences nut previously reported under 0 5 14.80(b)( 1) and (b)(2) must be reported individually 

on Form FDA 1932. 

(x3) Reports of adverse drug experiences in the literature must be noted in the periodic drug 

experience report. A bibliography of pertinent references must be included with the report. Upon 

A’s request, e applicant must provide a full text copy of these publications. 

(6) Reports of previously not reported adverse drug experiences that occur in postapprovaf 

studies must be reported separately from other experiences in the periodic drug experience report 

and clearly marked or hig 

(5) Ohzr reporting--(i) Special drug experience report. Upon writ n request, FIIA may 

require that the applicant submit a report required under 6 5 14.80 at different times or more 

frequently than the timefr~es stated in (j 514.80. 

(ii) A~ve~~~e~e~~~ and ~~~~~~iu~al labeling. The applicant must submit at the time of initial 

d~ss~~~a~on one set of specimens of mailing pieces and other labeling for prescription and over- 

the-counter new animal drugs. For prescription new animal drugs, the applicant must also submit 
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one set of specimens of any advertisement at the time of initial publication or broadcast. Maying 

ieces and labeling designed to contain product samples must be complete except that product 

samples may be omitted. Each submission of promotional material must be accompanied by a 

completed Form FDA 230X. 

(iii) ~~~~r~~~~ur’s ~~a~e~e~~. At the time of initial distribution of a new animal drug prodnct 

by a dis~butor, the app~~~~t must submit a special drug experience report accompanied by a 

completed Form FDA 2301 containing the following: 

(A) The dis~butor’s current product labeling. 

) The distributor’s labeling must be identical to at in the approved ~A~~A~A~A except 

for a different and suitable proprietary name (if used) and the name and address of the d~s~butor. 

The name and address of the distributor must be preceded by an appropriate qualifying phrase 

such as ~~rna~ufact~ed for)’ or “d~s~buted by.” 

(2) Other faceting changes must be the subject of a supplemental NADA or ANADA as 

described under tij 5 14.8. 

) A signed statement by the distibutor stating: 

(0 e category of the distributor’s operations (e.g., wholesale or retail), 

(2) That the distributor wiif distribute the new animal drug dy under the approved sabering, 

e disttibutor will advertise the product only for use under the conditions stated 

in the approved labeling, 

(4) That the dis~butor wiff adhere to the records and reports requirements of this section, 

and 

(5) That the d~s~butor is regufarly and Iawfufly engaged in the dis~bution or dispensing 

oducts if the product is a prescription new animal drug. 

(c) multiple ~~~~i~a~~~~~. W enever an appficant is required to submit a periodic drug 

experience report under the provisions of 5 5M.$U(b)(4) with respect to more an one approved 

NADA or ANADA for preparations containing the same new animal drug so that the sa-me 

information is required to e reported for more than one application, the appflcant may elect to 
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submit as a part of the report for one such application (the may application) all the ~n~~~at~~~ 

~~~~~ to such applications in Iieu of reporting separately aad repetitively on eat 

elects to do this, the applicant must do the following: 

(1) State when a report applies to multiple applications and identify all related appl~cat~~~s 

ich the report is sub~tted by NADA or ANADA number. 

(2) Ensure that the primary application contains a list of e NADA or ANADA numbers 

of all related applications, 

(3) Submit a completed Form FDA 2301 to the primary app~~cati~~ and each related 

applicat~Qn with reference to the ‘mary application by ~A~~A~A~A number and s~b~ss~~~ 

date for the complete report of the comnrzon information. 

(4) AX1 other inf~~at~~~ specific to a particular ~A~A/A~A~A must be incfuded in the 

report for that particular ~A~~A~A~A. 

) ~~~~~~~~ fomts. Applicant must report adverse drug experiences and product/ 

ring defects on Form FDA 1932, “Veterinary Adverse Drug Reaction, Lack of 

Effectiveness, Product Defect Report.‘” Periodic drug experience reports and special drug experience 

reports must be accompanied by a completed Form FDA 2301 ‘transmittal of Periodic Reports 

and ~~rn~ti~~a~ Material for New Animal Drugs,” in accordance with directions provided on the 

farms. Computer-generated equivalents of Fvrm FDA 1932 or Form FDA 2301, approved by FDA 

prior to use, may be used. Form FCDA 1932 and Form FDA 2301 may be ubtained on the Internet 

at h~p://~ww.cvm.fda.gov~cvm, by telephoning the Division of Surveiffartce (I-IFV-2lO), or by 

s~brn~tt~~g a written request to tie following address: Food and Drug Ad~~~s~at~~~, Center for 

Veterin edicine, ~~v~si~n of Surveillance (HFV-2fO), 7500 Standish Pl., Rockviffe, MD 

20855-2764. ’ 

s must maintain records and 

reports of all i~f~~at~~n required by this section for a period of 5 years after the date of 

s~bm~ssi~~* 
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(f) Access to records and re~~tis. The applicant and nonapplicant must, upon request from 

A officer or employee, at afl reasonabIe times, errnit such officer or employee 

to have access to copy and to verify all such required records and reports. 

IS-day alert reports, periodic drug experience re 

ecial drug experience reports must be submitted to the following address: Food and Drug 

Ad~nistrati~n~ Center for Veterinary Medicine, Document Control Unit (HEV-199), 7500 Standish 

2U855-2’764. Three-day alert reports must be submitted to the appr~p~ate F;nA 

district office or focal A resident post. Addresses for district o ces and resident posts may 

be obtained from the Internet at ttp://www ,fda.gov. 

) W~~~~~~~~~ of ~~~~~v~~. If FDA finds that the apphcant has failed to establish t 

records, or has failed to maintain those records, or failed to make the re uired reports, or has 

access to an authorized FDA officer or employee o copy or to verify such records or 

reports, IFZ)A may withdraw approval of the application to which such records or reports relate. 

Xf FIDA dete~nes that withdrawal of the approval is necessary, the agency shall give the applicant 

notice and ~pp~~unity for hearing, as provided in 0 514.200, on the question of whether to 

withdraw approval of the application. 

(i) ~~~~~~~~~~. Any report or information submitted under this section and any release 

art or infurmation by A will be without prejudice and does not necessarily reflect a 

conclusion that the report or information constitutes an admission that the drug caused or 

c~nt~buted to an dverse event. A person need not admit, and may deny, that the report or 

info ation c~~s~~tes an admission that a drug caused or contributed to an adverse event. 




